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 ୍⯡࡟Ⓨ⇕ࡣࠊ⣽⳦ᛶෆẘ⣲㸦LPS㸧࡟ࡼࡾάᛶ໬ࡉࢀࡓ࣐ࢡࣟࣇ࢓࣮ࢪࡀ࢖ࣥࢱ࣮ࣟ࢖࢟ࣥ㸯㸦IL-
㸯㸧࡞࡝ࡢⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥࢆ⏘⏕࣭ᨺฟࡋࠊࡇࢀࡀ⬻࡟ാ࠸࡚Ⓨ⌧ࡍࡿࡶࡢ࡜⌮ゎࡉࢀ࡚࠸ࡿࠋ
୍᪉ࠊ⬺Ỉ᮲௳ୗ࡛ࡣࠊ LPS࡟ࡼࡿⓎ⇕ࡀஹ㐍ࡍࡿࠋࡋ࠿ࡋࠊእᅉᛶ IL-㸯ᢞ୚࡟ࡼࡿⓎ⇕ࡣࠊ⬺Ỉ
ࡋ࡚ࡶኚ໬ࡀㄆࡵࡽࢀ࡞࠸ࠋᚑࡗ࡚ࠊ⬺Ỉ࡟ࡼࡿⓎ⇕ஹ㐍ࡣࠊLPS ࡀㄏᑟࡍࡿ IL-㸯࡞࡝ࡢⓎ⇕ᛶࢧ
࢖ࢺ࢝࢖ࣥࡢ⏘⏕ࡀቑຍࡋࡓ⤖ᯝ㉳ࡇࡿࡶࡢ࡜᥎ᐹࡉࢀࡿࠋ᭱㏆⚾ࡓࡕࡣࠊ⬺Ỉ᫬࡟ศἪࡀቑຍࡍࡿ
࢔ࣥࢪ࢜ࢸࣥࢩࣥϩ㸦ANG II㸧ࡀ⬺Ỉࣛࢵࢺࡢ㟼⬦ෆ LPSᢞ୚᫬ࡢⓎ⇕ஹ㐍࡟㛵୚ࡍࡿࡇ࡜ࢆ᫂ࡽ
࠿࡟ࡋࡓࠋᚑࡗ࡚ࠊ⬺Ỉ᫬࡟ࡣࠊANG IIࡀ IL-㸯࡞࡝ࡢⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥ⏘⏕ࢆஹ㐍ࡉࡏ࡚ࠊⓎ⇕
ቑᙉ࡟㛵୚ࡋ࡚࠸ࡿࡶࡢ࡜᥎ᐹࡉࢀࡿࠋࡇࡢ௬ㄝࢆᐇドࡍࡿࡓࡵ࡟ࠊᮏ◊✲࡛ࡣࠊLPS࡟ࡼࡿ⬺Ỉࣛ
ࢵࢺࡢⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥࡢⓎ⌧࡟ཬࡰࡍ ANG IIኚ᥮㓝⣲㸦ACE㸧㜼ᐖ⸆࡜ ANG 1ᆺཷᐜయᣕᢠ
⸆ࡢຠᯝࢆ᳨ウࡋࡓࠋ
᪉ ἲ
 㸷㐌௧ࡢ㞝ᛶ Wistar ࣛࢵࢺࢆ౑⏝ࡋࡓࠋᐇ㦂㸱᪥๓࡟ࠊ⸆≀ࡢ㟼⬦ෆᢞ୚࡜᥇⾑ࡢࡓࡵࡢ࢝ࢽࣗ
࣮ࣞࢆࣛࢵࢺࡢୖ኱㟼⬦ෆ࡟ᇙࡵ㎸ࢇࡔࠋᐇ㦂ࡣࣛࢵࢺࡀ⮬⏤࡟ືࡅࡿ≧ែ࡛⾜ࡗࡓࠋᐇ㦂ࡢ 24 ᫬
㛫๓࠿ࡽ㣧Ỉࢆไ㝈ࡋࠊࣛࢵࢺࢆ⬺Ỉ≧ែ࡟ࡋࡓࠋᐇ㦂㸯࡛ࡣࠊLPSࡢ㟼⬦ෆᢞ୚࡟ࡼࡿ IL-1ș⏘⏕
࡟ཬࡰࡍACE㜼ᐖ⸆ࡢຠᯝࢆ᳨ウࡍࡿⅭ࡟ࠊࣛࢵࢺࢆ Saline㸩Saline⩌ࠊSaline㸩LPS⩌ࠊLisinopril
㸩LPS⩌࡟ศࡅࠊ⫢⮚ෆࡢ IL-1ș⃰ᗘ࡜ࡑࡢmRNA㔞ࢆ ᐃࡋࡓࠋᐇ㦂㸰࡛ࡣࠊLPS࡟ࡼࡿ⫢⮚࡛
ࡢ IL-1ș⏘⏕࡟ཬࡰࡍ ANG 1ᆺཷᐜయᣕᢠ⸆ࡢຠᯝࢆ᳨ウࡍࡿⅭ࡟ࠊࣛࢵࢺࢆ㸱⩌㸦Saline㸩Saline
⩌ࠊSaline㸩LPS ⩌ࠊLosartan㸩LPS ⩌㸧࡟ศࡅࠊ⫢⮚ෆࡢ IL-1ș⃰ᗘࢆ ᐃࡋࡓࠋᐇ㦂㸱࡛ࡣࠊ
LPS ࡟ࡼࡿ⾑₢ IL-㸴⃰ᗘቑ኱཯ᛂ࡟ཬࡰࡍ ACE 㜼ᐖ⸆ࡢຠᯝࢆ᳨ウࡍࡿⅭ࡟ࠊᐇ㦂㸯࡜ྠᵝ࡟ࣛ
ࢵࢺࢆ㸱⩌࡟ศࡅࠊ⾑₢ IL-㸴⃰ᗘࢆ ᐃࡋࡓࠋIL-1șmRNAࡢⓎ⌧㔞ࡢ ᐃࡣ Northern blotἲ࡛
⾜ࡗࡓࠋIL-1ș࠾ࡼࡧ IL-㸴ࢱࣥࣃࢡ⃰ᗘࡢ ᐃࡣ ELISAἲ࡛⾜ࡗࡓࠋ
⤖ ᯝ
 ⬺Ỉࣛࢵࢺࡢ㟼⬦ෆ࡟ LPS ࢆᢞ୚ࡍࡿ࡜ࠊᢞ୚ᚋ㸰᫬㛫࡜㸲᫬㛫࡛⫢⮚ࡢ IL-1șmRNA Ⓨ⌧࡜
IL-1șࢱࣥࣃࢡ⃰ᗘࡀⴭ᫂࡟ቑຍࡋࡓࠋࡇࡢ཯ᛂࡣࠊACE 㜼ᐖ⸆ Lisinopril ࡢ㟼⬦ෆᢞ୚࡟ࡼࡾࠊ
LPS ᢞ୚ᚋ㸰᫬㛫࡜㸲᫬㛫࡛᭷ព࡟ᢚไࡉࢀࡓࠋLPS ࡢᢞ୚ᚋ㸰᫬㛫┠࡟ほᐹࡉࢀࡿ⫢⮚ࡢ IL-1ș
ࢱࣥࣃࢡ⃰ᗘࡢቑ኱཯ᛂࡣࠊANG 1ᆺཷᐜయᣕᢠ⸆ Losartanࡢᢞ୚࡟ࡼࡾ᭷ព࡟ῶᙅࡋࡓ᭱ࠋ ᚋ࡟ࠊ
⾑₢ IL-6⃰ᗘࡣ LPSᢞ୚ᚋ㸰᫬㛫࡜㸲᫬㛫࡛ⴭ᫂࡟ቑຍࡋࡓࠋLPS࡟ࡼࡿ IL-6཯ᛂࡣࠊACE㜼ᐖ
⸆࡟ࡼࡾ᭷ព࡟ᢚไࡉࢀࡓࠋᑦࠊLPSࢆᢞ୚ࡋ࡚ࡶ⾑₢୰࡟ IL-1șࢆ᳨ฟࡍࡿࡇ࡜ࡣฟ᮶࡞࠿ࡗࡓࠋ
⪃ ᐹ
 ⬺Ỉ᫬ࡢⓎ⇕ஹ㐍ࡣ᪥ᖖࡼࡃ⤒㦂ࡍࡿࠋࡲࡓࠊ⬺Ỉ᫬࡟ࡣ ANG IIࡢศἪࡀቑ኱ࡍࡿࠋ㏆ᖺࠊANG 
IIࡀ⬺ỈࣛࢵࢺࡢⓎ⇕ஹ㐍࡟㛵୚ࡍࡿࡇ࡜ࡀ᫂ࡽ࠿࡟࡞ࡗࡓࠋලయⓗ࡟ࡣࠊLPSࡢ㟼⬦ෆᢞ୚࡟ࡼࡿ
Ⓨ⇕ࡀ ACE㜼ᐖ⸆࡛ᢚไࡉࢀࡓࠋ௒ᅇࠊ⬺Ỉ᫬࡟ศἪࡀቑຍࡍࡿ ANG IIࡀⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥࡢ
⏘⏕࡟㛵୚ࡍࡿྍ⬟ᛶ࡟ࡘ࠸᳨࡚ウࡋࡓࠋࡑࡢ⤖ᯝࠊLPSࡢ㟼⬦ෆᢞ୚࡟ࡼࡾⓎ⌧ࡋࡓ IL-1șmRNA
ࡢⴭ᫂࡞ቑຍࡣࠊACE㜼ᐖ⸆࡟ࡼࡾᢚไࡉࢀࡿࡇ࡜ࡀศ࠿ࡗࡓࠋࡉࡽ࡟ࠊLPSࡀ⫢⮚࡛ㄏᑟࡍࡿ IL-1
șࢱࣥࣃࢡࡢ⏘⏕ࡶྠ㜼ᐖ⸆࡟ࡼࡾᢚไࡉࢀࡓࠋࡇࢀࡽࡢ⤖ᯝ࠿ࡽࠊ⬺Ỉ᫬࡟ ANG IIࡀⓎ⇕ᛶࢧ࢖
ࢺ࢝࢖ࣥࡢ⏘⏕ࢆ่⃭ࡋ࡚Ⓨ⇕ࢆಁ㐍ࡋ࡚࠸ࡿࡶࡢ࡜⪃࠼ࡽࢀࡿࠋࡉࡽ࡟ࠊANG 1ᆺཷᐜయᣕᢠ⸆ࡀ
LPSᢞ୚࡟ࡼࡿ IL-1ș⏘⏕ࢆᢚไࡍࡿࡇ࡜ࢆⓎぢࡋࡓࠋᚑࡗ࡚ࠊⓎ⇕࡜ࢧ࢖ࢺ࢝࢖ࣥ⏘⏕࡟㈉⊩ࡍࡿ
ANG IIࡢཷᐜయࡣ㸯ᆺཷᐜయ࡛࠶ࡿࡶࡢ࡜⪃࠼ࡽࢀࡿࠋLPSࢆᢞ୚ࡋ࡚ࡶ⾑₢୰࡟ IL-1șࡣ᳨ฟࡉ
ࢀ࡞࠿ࡗࡓࡀࠊ⾑₢ IL-6⃰ᗘࡣⴭ᫂࡟ቑຍࡋࡓࠋࡇࡢ཯ᛂࡣ ACE㜼ᐖ⸆࡛ῶᙅࡍࡿࡇ࡜ࡀ᫂ࡽ࠿࡟
࡞ࡗࡓ୍ࠋ ⯡࡟⤌⧊࡛⏘⏕ࡉࢀࡓ IL-1ࡣ IL-6ࡢ⏘⏕ࢆ่⃭ࡋࠊࡇࡢ IL-6ࡀ⾑୰ࡢࢧ࢖ࢺ࢝࢖ࣥ࡜ࡋ
࡚స⏝ࡋ࡚Ⓨ⇕ࢆ㉳ࡇࡍࡶࡢ࡜⌮ゎࡉࢀ࡚࠸ࡿࠋᚑࡗ࡚ࠊ⬺Ỉ᫬࡟ศἪࡀቑຍࡍࡿ ANG IIࡣࠊLPS
࡟ࡼࡿ⤌⧊࡛ࡢ IL-1ș⏘⏕ࢆ่⃭ࡋࠊࡇࢀࡀ⾑₢ IL-6 ⃰ᗘࡢୖ᪼཯ᛂ࡟ࡘ࡞ࡀࡾࠊⓎ⇕ࡢᑡ࡞ࡃ࡜
ࡶ୍㒊࡟㈉⊩ࡍࡿࡶࡢ࡜᥎ᐹࡉࢀࡿࠋ
⤖ ㄽ
 ⬺Ỉ᫬࡟ศἪࡀቑຍࡍࡿ࢔ࣥࢪ࢜ࢸࣥࢩࣥϩࡣࠊⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥ⏘⏕ࢆஹ㐍ࡍࡿࡇ࡜࡟ࡼࡾⓎ
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ㄽ ᩥ ᑂ ᰝ ࡢ ⤖ ᯝ ࡢ せ ᪨
 ᮏ◊✲ࡣࠊ⬺Ỉ᫬࡟ศἪࡀቑຍࡍࡿ ANG IIࡀⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥ⏘⏕࡟㛵୚ࡍࡿྍ⬟ᛶࢆ᳨ウࡋ
ࡓࡶࡢ࡛࠶ࡿࠋලయⓗ࡟ࡣࠊ⬺Ỉࣛࢵࢺࡢ㟼⬦ෆ࡟ LPSࢆᢞ୚ࡋࡓ࡜ࡁ࡟Ⓨ⌧ࡍࡿࢧ࢖ࢺ࢝࢖ࣥࡢ⏘
⏕࡟ཬࡰࡍ ACE 㜼ᐖ⸆ࡸ ANG㸯ᆺཷᐜయᣕᢠ⸆ࡢຠᯝࢆㄪ࡭ࡓࠋࡑࡢ⤖ᯝࠊLPS ࡟ࡼࡿ⫢⮚࡛ࡢ
IL-1șmRNAࡢቑຍࡸ IL-1șࢱࣥࣃࢡࡢ⏘⏕ࡣ ACE㜼ᐖ⸆࡟ࡼࡾᢚไࡉࢀࡓࠋࡲࡓࠊANG 1ᆺཷ
ᐜయᣕᢠ⸆ࡶ LPS࡟ࡼࡿ IL-1șࢱࣥࣃࢡࡢ⏘⏕ࢆᢚไࡋࡓࠋࡉࡽ࡟ࠊLPSᢞ୚ᚋࡢ⾑₢ IL-6⃰ᗘቑ
኱཯ᛂࡣ ACE㜼ᐖ⸆࡛ῶᙅࡍࡿࡇ࡜ࡀ᫂ࡽ࠿࡟࡞ࡗࡓࠋ௨ୖࡢ▱ぢࡼࡾ ANG II࡜ࡑࡢ㸯ᆺཷᐜయ
ࡣࠊLPS࡟ࡼࡿ⤌⧊࡛ࡢ IL-1șࡢ⏘⏕ࢆಁ㐍ࡋ࡚ࠊ⾑₢ IL-6⃰ᗘࡢቑຍࢆᘬࡁ㉳ࡇࡍࡶࡢ࡜᥎ᐹࡉ
ࢀࡿࠋࡉࡽ࡟ࠊࡇࡢ⾑୰ IL-6ࡀ LPSⓎ⇕ࡢᑡ࡞ࡃ࡜ࡶ୍㒊࡟㈉⊩ࡍࡿࡶࡢ࡜⪃࠼ࡽࢀࡿࠋᮏ◊✲ࡣࠊ
Ỉศ࣭ᚠ⎔ㄪ⠇࡟㔜せ࡞ᙺ๭ࢆᯝࡓࡍ ANG IIࡢⓎ⇕ᛶࢧ࢖ࢺ࢝࢖ࣥ⏘⏕࡬ࡢ㛵୚ࢆゎ᫂ࡋࡓࡶࡢ࡛
࠶ࡾࠊⓎ⇕࣭ෆศἪ࣭ᚠ⎔ࡢ◊✲㡿ᇦ࡟࠾࠸࡚᫂ࡽ࠿࡟ࡑࡢᏛ⾡Ỉ‽ࢆ㧗ࡵࡓࡶࡢ࡜ㄆࡵࡿࠋ
